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5 



<110> 
<120> 



APPLICANT: EXELIXIS, INC. 

TITLE OF INVENTION: UPS AS MODIFIERS OF THE BETA 



CATENIN PATHWAY AND METHODS OF 



USE 



7 <130> FILE REFERENCE: EX04-058C-PC 
C--> 9 <140> CURRENT APPLICATION NUMBER: US/10/568,253 
C--> 9 <141> CURRENT FILING DATE: 2006-02-13 

9 <150> PRIOR APPLICATION NUMBER: US 60/495,172 
10 <151> PRIOR FILING DATE: 2003-08-14 
12 <160> NUMBER OF SEQ ID NOS : 11 
14 <170> SOFTWARE: Patent In version 3.2 

17 <210> SEQ ID NO: 1 

18 <211> LENGTH: 1796 

19 <212> TYPE: DNA 

2 0 <213> ORGANISM: Homo sapiens 

22 <400> SEQUENCE: 1 

23 ggtcagctga gttcgccggc ccagggcagg cggggcccga gcctagcggt aacccccggg 
25 cagggcgggg ccgctcgcag actccatatg agattcacct cgcaggtggt tccctcattc 
27 gagtgctccg gcgcacagac ccgcgccccg ccgtctgcga gcctcccgag agccgtccct 
29 tcgtccggcc ctggagcatt gcgtttgtcg ccggtgtcgc agtgcgagga tggcgccgcg 
31 ggtgtagcgg ctctctgcgc aggccgagtg ggcccagaga agcgaggaac tccgcagctc 
33 gtcgacacgt ctcgtctcct gtcccaattc agggcttggt gaggtgactc gcggtcgcgg 
35 gtgactcgcc ggcaggacac tgcctggaac gcctggagcg cctcccactg cagacgtctg 

3 7 tccgcctcca gccgctctcc tctgacgggt cctgcctcag ttggcggaat ggcggccacg 
39 ggagccaatg cagagaaagc tgaaagtcac aatgattgcc ccgtcagact tttaaatcca 
41 aacatagcaa aaatgaaaga agatattctc tatcatttca atctcaccac tagcagacac 
43 aatttcccag ccttgtttgg agatgtgaag tttgtgtgtg ttggtggaag cccctcccgg 
45 atgaaagcct tcatcaggtg cgttggtgca gagctgggcc ttgactgccc aggtagagac 
47 tatcccaaca tctgtgcggg aactgaccgc tatgccatgt ataaagtagg accggtgctg 
49 tctgtcagtc atggtatggg cattccttct atctcaatca tgttgcatga gctcataaag 
51 ctgctgtact atgcccggtg ctccaacgtc actatcatcc gcattggcac ttctggtggg 
53 ataggtctgg agcccggcac tgtggtcata acagagcagg cagtggatac ctgcttcaag 
55 gcagagtttg agcagattgt cctggggaag cgggtcatcc ggaaaacgga ccttaacaag 
57 aagctggtgc aggagctgtt gctgtgttct gcagagctga gcgagttcac cacagtggtg 
59 gggaacacca tgtgcacctt ggacttctat gaagggcaag gccgtctgga tggggctctc 
61 tgctcctaca cggagaagga caagcaggcg tatctggagg cagcctatgc agccggcgtc 
63 cgcaatatcg agatggagtc ctcggtgttt gccgccatgt gcagcgcctg cggcctccaa 
65 gcggccgtgg tgtgtgtcac cctcctgaac cgcctggaag gggaccagat cagcagccct 
67 cgcaatgtgc tcagcgagta ccagcagagg ccgcagcggc tggtgagcta cttcatcaag 
69 aagaaactga gcaaggcctg agcgctgccc tgcacctccg cagacctgct gtgatgactt 
71 gccattaaaa gcattgtcca aaatcccctg ttgtgtggac tttgagcaca ctttacacaa 
73 gaatctagaa aatcagatcg cgattaagag acagagaatc ttggattaac cgcatgggag 
75 atgttcttcc ttttgaagtt tcattggagc attttcaatg atgttagcct gatttggggt 
77 ttcttcaaga acattctacc aaatttttgt actatttcta gggaaatttt tcagacttta 
79 aaattctaat ggtagtcaga tttcatgtca ctaaacaaga aatctgacaa tagtgccagg 
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81 aaactaattt cctgatacat taaaaaaatt ccatgcaaaa aaaaaaaaaa aaaaaa 1796 

84 <210> SEQ ID NO: 2 

85 <211> LENGTH: 1399 

86 <212> TYPE: DNA 

87 <213> ORGANISM: Homo sapiens 

89 <400> SEQUENCE: 2 

90 tgagattcac ctcgcaagtg gttccctcat tcgagtgctc cggcgcacag acccgcgccc 60 
92 cgccgtccgc gagcctcccg agagccgtcc cttcgtccgg ccctggagca ttgcgtttgt 12 0 
94 cgccggtgtc gcagtgcgag gatggcgccg cgggtgtagc ggctctctgc gcaggccgag 180 
96 tgggcccaga gaagcgagga actccgcagc tcgtcgacac gtctcgtctc ctgtcccaat 240 
98 tcagggcttg gtgaggtgac tcgcggtcgc gggtgactcg ccggcaggac actgcctgga 3 00 
100 acgcctggag cgcctcccac tgcagacgtc tgtccgtctc cagccgctct cctctgacgg 360 
102 gtcctgcctc agttggcgga atggcggcca cgggagccaa tgcagagaaa gctgaaagtc 420 
104 acaatgattg ccccgtcaga cttttaaatc caaacatagc aaaaatgaaa gaagatattc 480 
106 tctatcattt caatctcacc actagcagac acaatttccc agccttgttt ggagatgtga 540 
108 agtttgtgtg tgttggtgga agcccctccc ggatgaaagc cttcatcagg tgcgttggtg 600 
110 cagagctggg ccttgactgc ccaggtagag actatcccaa catctgtgcg ggaactgacc 660 
112 gctatgccat gtataaagta ggaccggtgc tgtctgtcag tcatggtatg ggcattcctt 720 
114 ctatctcaat catgttgcat gagctcataa agctgctgta ctatgcccgg tgctccaacg 780 
116 tcactatcat ccgcattggc acttctggtg ggataggtct ggagcccggc actgtggtca 840 
118 taacagagca ggcagtggat acctgcttca aggcagagtt tgagcagatt gtcctgggga 900 
120 agcgggtcat ccggaaaacg gaccttaaca agaagctggt gcaggagctg ttgctgtgtt 960 
122 ctgcagagct gagcgagttc accacagtgg tggggaacac catgtgcacc ttggacttct 102 0 
124 atgaagggca aggccgtctg gatggggctc tctgctccta cacggagaag gacaagcagg 1080 
12 6 cgtatctgga ggcagcctat gcagccggcg tccgcaatat cgagatggag tcctcggtgt 1140 
12 8 ttgccgccat gtgcagcgcc tgcggcctcc aagcggccgt ggtgtgtgtc accctcctga 12 00 
130 accgcctgga aggggaccag atcagcagcc ctcgcaatgt gctcagcgag taccagcaga 12 60 
132 ggccgcagcg gctggtgagc tacttcatca agaagaaact gagcaaggcc tgagcgctgc 1320 
134 cctgcacctc cgcagacctg ctgtgatgac ttgccattaa aagcattgtc caaaaaaaaa 1380 
136 aaaaaaaaaa aaaaaaaaa 1399 

139 <210> SEQ ID NO: 3 

140 <211> LENGTH: 794 

141 <212> TYPE: DNA 

142 <213> ORGANISM: Homo sapiens 

144 <400> SEQUENCE: 3 

145 ggatggcgcc gcgggtgtag cggctctctg cgcaggccga gtgggcttgg tgaggtgact 60 
147 cgcggtcgcg ggtgactcgc cggcaggaca ctgcctggaa cgcctggagc gcctcccact 120 
149 gcagacgtct gtccgcctcc agccgctctc ctctgacggg tcctgcctca gttggcggaa 180 
151 tggcggccac gggagccaat gcagagaaag ctgaaagtca caagtctgga gcccggcact 240 
153 gtggtcataa cagagcaggc agtggatacc tgcttcaagg cagagtttga gcagattgtc 300 
155 ctggggaagc gggtcatccg gaaaacggac cttaacaaga agctggtgca ggagctgttg 360 
157 ctgtgttctg cagagctgag cgagttcacc acagtggtgg ggaacaccat gtgcaccttg 420 
159 gacttctatg aagggcaagg ccgtctggat ggggctctct gctcctacac ggagaaggac 480 
161 aagcaggcgt atctggaggc agcctatgca gccggcgtcc gcaatatcga gatggagtcc 540 
163 tcggtgtttg ccgccatgtg cagcgcctgc ggcctccaag cggccgtggt gtgtgtcacc 600 
165 ctcctgaacc gcctggaagg ggaccagatc agcagccctc gcaatgtgct cagcgagtac 660 
167 cagcagaggc cgcagcggct ggtgagctac ttcatcaaga agaaactgag caaggcctga 720 
169 gcgctgccct gcacctccgc agacctgctg tgatgacttg ccattaaaag cattgtccaa 780 
171 aaaaaaaaaa aaaa 794 
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174 <210> SEQ ID NO: 4 

175 <211> LENGTH: 1951 

176 <212> TYPE: DNA 

177 <213> ORGANISM: Homo sapiens 

179 <400> SEQUENCE: 4 

180 gcgggaactc ccaggatcag gaaggtccca gagaaactcc ccagggggga agccgaggcc 60 
182 gtccagagag atccagggta cacacagtga cagtgccagc tccacattcc cgaccaccgg 120 
184 gccagggctg gttccacgct gtcatttctc tccgctggcc ccagccgcgg ggccaccgcc 180 
186 agacagacag accggggatc ctgcctggcg gcgtgacctt gggttagtcc tagagccgct 240 
188 tctagcccgg tttcctccgc cccaggttag gaccacgtgg ggcggggccg ctcgcagact 300 
190 ccatatgaga ttcacctcgc aagtggttcc ctcattcgag tgctccggcg cacagacccg 360 
192 cgccccgccg tccgcgagcc tcccgagagc cgtcccttcg tccggccctg gagcattgcg 42 0 
194 tttgtcgccg gtgtcgcagt gcgaggatgg cgccgcgggt gtagcggctc tctgcgcagg 480 
196 ccgagtgggc ttggtgaggt gactcgcggt cgcgggtgac tcgccggcag gacactgcct 540 
198 ggaacgcctg gagcgcctcc cactgcagac gtctgtccgc ctccagccgc tctcctctga 600 
200 cgggtcctgc ctcagttggc ggaatggcgg ccacgggagc caatgcagag aaagctgaaa 660 
202 gtcacaatga ttgccccgtc agacttttaa atccaaacat agcaaaaatg aaagaagata 72 0 
204 ttctctatca tttcaatctc accactagca gacacaattt cccagccttg tttggagatg 780 
206 tgaagtttgt gtgtgttggt ggaagcccct cccggatgaa agccttcatc aggtgcgttg 840 
208 gtgcagagct gggccttgac tgcccaggta gagactatcc caacatctgt gcgggaactg 900 
210 accgctatgc catgtataaa gtaggaccgg tgctgtctgt cagtcatggt atgggcattc 960 
212 cttctatctc aatcatgttg catgagctca taaagctgct gtactatgcc cggtgctcca 1020 
214 acgtcactat catccgcatt ggcacttctg gtgggatagg tctggagccc ggcactgtgg 1080 
216 tcataacaga gcaggcagtg gatacctgct tcaaggcaga gtttgagcag attgtcctgg 1140 
218 ggaagcgggt catccggaaa acggacctta acaagaagct ggtgcaggag ctgttgctgt 12 00 
220 gttctgcaga gctgagcgag ttcaccacag tggtggggaa caccatgtgc accttggact 1260 
222 tctatgaagg gcaaggccgt ctggatgggg ctctctgctc ctacacggag aaggacaagc 132 0 
224 aggcgtatct ggaggcagcc tatgcagccg gcgtccgcaa tatcgagatg gagtcctcgg 1380 
226 tgtttgccgc catgtgcagc gcctgcggcc tccaagcggc cgtggtgtgt gtcaccctcc 1440 

22 8 tgaaccgcct ggaaggggac cagatcagca gccctcgcaa tgtgctcagc gagtaccagc 1500 

23 0 agaggccgca gcggctggtg agctacttca tcaagaagaa actgagcaag gcctgagcgc 1560 
232 tgccctgcac ctccgcagac ctgctgtgat gacttgccat taaaagcatt gtccaaaatc 162 0 
234 ccctgttgtg tggactttga gcacacttta cacaagaatc tagaaaatca gatcgcgatt 1680 
236 aagagacaga gaatcttgga ttaaccgcat gggagatgtt cttccttttg aagtttcatt 1740 
238 ggagcatttt caatgatgtt agcctgattt ggggtttctt caagaacatt ctaccaaatt 1800 
240 tttgtactat ttctagggaa atttttcaga ctttaaaatt ctaatggtag tcagatttca 1860 
242 tgtcactaaa caagaaatct gacaatagtg ccaggaaact aatttcctga tacattaaaa 192 0 
244 aaattccatg caaaaaaaaa aaaaaaaaaa a 1951 

247 <210> SEQ ID NO: 5 

248 <211> LENGTH: 2261 

249 <212> TYPE: DNA 

250 <213> ORGANISM: Homo sapiens 

252 <400> SEQUENCE: 5 

253 gccgcgcggc acgggtgagt gcccagggac ttcaccagtg ctgccatgct ggccccaggc 60 
255 tgtgagttgg acccagacca agaagtggtg aggacaaggc ctgaagatgt gcctgcttcc 120 
257 cattcaactt ccaccatgat tgtaagtgtc ctgaggcctc ccagccatgc ttcctgtaca 180 
259 gcctgtggaa ctgtgacttt tcacatagta gagagaatgg cttcagttat acctgcctcc 240 
261 aataggtcca tgagatctga caggaataca tatgttggaa aaaggtttgt tcacgttaaa 300 
263 aatccttact tggatttgat ggatgaagac attctctatc acttggattt gggaacaaaa 360 
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265 acacacaacc taccagcaat gtttggagat gtaaagtttg tctgtgtcgg tgggagcccc 420 

267 aacagaatga aagcatttgc actgtttatg cacaaggagc tcgggtttga ggaagctgaa 480 

269 gaagacataa aagacatctg tgctgggaca gacagatact gtatgtacaa aaccgggcct 540 

271 gtgctcgcca tcagtcacgg catgggcatc ccctccattt ctattatgct tcatgaactc 600 

273 atcaaattac tccaccatgc acggtgctgc gatgtcacca ttattagaat cggtacatca 660 

275 gggggaatag ggattgcacc agggactgtt gtaataacgg atatagctgt agactccttc 72 0 

277 tttaagcccc ggtttgaaca ggtcattttg gacaacattg tcacccgaag tactgaactg 780 

279 gacaaagaac tgtctgaaga actgttcaac tgtagcaaag aaatccccaa cttcccaacc 840 

281 ctcgttggac atacaatgtg tacctatgat ttttatgaag gccaaggccg actagatgga 900 

283 gcactgtgct ccttttccag agaaaaaaag ttagactact tgaagagagc atttaaagct 960 

285 ggtgtcagga atattgaaat ggaatctaca gtgtttgcag ctatgtgtgg actctgtggt 1020 

287 ctaaaagctg ctgtggtctg tgtgacactt ctcgacagac tcgactgtga tcagatcaac 1080 

289 ttgcctcatg atgtcctggt ggagtaccag caacggcctc agctcctaat ctccaacttc 1140 

2 91 atcagacggc ggcttggact ttgtgactag acgtcctaac tgggcagccc aaccctcccc 12 00 

293 tgcaagtttg tagctcaagt tgtaatgtga aagtcatatt ttatttgtgg catttttata 1260 

2 95 tagttctcat ccacatgcta aatggaaaga ctttatgaaa tccttctctc ttaaaaagga 132 0 

297 atttattgta aaagaatact cacactaaat taaattcaaa tttcatttta gaataagtta 1380 

299 actaaatcag tctaataatt aaaattttaa aactcctgga ttatgacatt tggagtttca 1440 

301 tatgcagcat taattaagct cacatcaaaa tagaccagcc atttgcacat agttaccagt 1500 

303 cactctgttt ctgaaaccaa tccagaaatt catgttagaa cattgtcagg cacttctagg 1560 

305 tattggacaa gtgacagaaa ctgatcatcc atattcaaaa tatttacaga aaaaagtgtc 1620 

307 agtgaaatgt aggtctatat ggaaaagtta ccattaggaa aatatggcca tactgctttt 1680 

309 ttacccctgc actatttcag tgcaccacag aataggattc gagatttaca tatgcctgtt 1740 

311 tgtgatttta tctcagaata taacaactct ggattacatt ttcctctcaa ctgaaaaccc 1800 

313 tcagtaatgc aaagaaaggc cttccttttt cttcagaatc acaagtgact aaattgcctt 1860 

315 ctagccattt tttcttgtaa aaaaagtgtt ttgaggaggc tgtatttttt attccatttc 1920 

317 aatattaacc aaataggctg agaaattcat agcaattgaa ttaagacttg agttcaagat 1980 

319 gttaaaggaa tccttttgta tgacttgtcc agaccggcct attgccctac ccgtttgatt 2040 

321 ctctgggagg catggtgctc ctcctggctg cacatgctct ctgtgaactg atcgcatctt 2100 

323 gggttcttct caatttgaca tacttgggag tcggaatgac tggatggggg atgggtagag 2160 

325 gatgactggc acacttgtat agtatgtaat gttgtgtaca tattatttat atggttgtgg 2220 

327 ctcaaataaa gtttaattcc aacacaaaaa aaaaaaaaaa a 2261 

330 <210> SEQ ID NO: 6 

331 <211> LENGTH: 2261 

332 <212> TYPE: DNA 

333 <213> ORGANISM: Homo sapiens 

335 <400> SEQUENCE: 6 

336 gccgcgcggc acgggtgagt gcccagggac ttcaccagtg ctgccatgct ggccccaggc 60 
338 tgtgagttgg acccagacca agaagtggtg aggacaaggc ctgaagatgt gcctgcttcc 120 
340 cattcaactt ccaccatgat tgtaagtgtc ctgaggcctc ccagccatgc ttcctgtaca 180 
342 gcctgtggaa ctgtgacttt tcacatagta gagagaatgg cttcagttat acctgcctcc 240 
344 aataggtcca tgagatctga caggaataca tatgttggaa aaaggtttgt tcacgttaaa 300 
346 aatccttact tggatttgat ggatgaagac attctctatc acttggattt gggaacaaaa 360 
348 acacacaacc taccagcaat gtttggagat gtaaagtttg tctgtgtcgg tgggagcccc 42 0 
350 aacagaatga aagcatttgc actgtttatg cacaaggagc tcgggtttga ggaagctgaa 480 
352 gaagacataa aagacatctg tgctgggaca gacagatact gtatgtacaa aaccgggcct 540 
354 gtgctcgcca tcagtcacgg catgggcatc ccctccattt ctattatgct tcatgaactc 600 
356 atcaaattac tccaccatgc acggtgctgc gatgtcacca ttattagaat cggtacatca 660 
358 gggggaatag ggattgcacc agggactgtt gtaataacgg atatagctgt agactccttc 720 
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360 tttaagcccc ggtttgaaca ggtcattttg gacaacattg tcacccgaag tactgaactg 780 

362 gacaaagaac tgtctgaaga actgttcaac tgtagcaaag aaatccccaa cttcccaacc 840 

364 ctcgttggac atacaatgtg tacctatgat ttttatgaag gccaaggccg actagatgga 900 

366 gcactgtgct ccttttccag agaaaaaaag ttagactact tgaagagagc atttaaagct 960 

368 ggtgtcagga atattgaaat ggaatctaca gtgtttgcag ctatgtgtgg actctgtggt 1020 

370 ctaaaagctg ctgtggtctg tgtgacactt ctcgacagac tcgactgtga tcagatcaac- 1080 

372 ttgcctcatg atgtcctggt ggagtaccag caacggcctc agctcctaat ctccaacttc 1140 

374 atcagacggc ggcttggact ttgtgactag acgtcctaac tgggcagccc aaccctcccc 1200 

376 tgcaagtttg tagctcaagt tgtaatgtga aagtcatatt ttatttgtgg catttttata 1260 

378 tagttctcat ccacatgcta aatggaaaga ctttatgaaa tccttctctc ttaaaaagga 1320 

380 atttattgta aaagaatact cacactaaat taaattcaaa tttcatttta gaataagtta 1380 

382 actaaatcag tctaataatt aaaattttaa aactcctgga ttatgacatt tggagtttca 1440 

384 tatgcagcat taattaagct cacatcaaaa tagaccagcc atttgcacat agttaccagt 1500 

386 cactctgttt ctgaaaccaa tccagaaatt catgttagaa cattgtcagg cacttctagg 1560 

388 tattggacaa gtgacagaaa ctgatcatcc atattcaaaa tatttacaga aaaaagtgtc 1620 

390 agtgaaatgt aggtctatat ggaaaagtta ccattaggaa aatatggcca tactgctttt 1680 

392 ttacccctgc actatttcag tgcaccacag aataggattc gagatttaca tatgcctgtt 1740 

394 tgtgatttta tctcagaata taacaactct ggattacatt ttcctctcaa ctgaaaaccc 1800 

396 tcagtaatgc aaagaaaggc cttccttttt cttcagaatc acaagtgact aaattgcctt 1860 

398 ctagccattt tttcttgtaa aaaaagtgtt ttgaggaggc tgtatttttt attccatttc 1920 

400 aatattaacc aaataggctg agaaattcat agcaattgaa ttaagacttg agttcaagat 1980 

402 gttaaaggaa tccttttgta tgacttgtcc agaccggcct attgccctac ccgtttgatt 2040 

404 ctctgggagg catggtgctc ctcctggctg cacatgctct ctgtgaactg atcgcatctt 2100 

406 gggttcttct caatttgaca tacttgggag tcggaatgac tggatggggg atgggtagag 2160 

408 gatgactggc acacttgtat agtatgtaat gttgtgtaca tattatttat atggttgtgg 2220 

410 ctcaaataaa gtttaattcc aacacaaaaa aaaaaaaaaa a 2261 

413 <210> SEQ ID NO: 7 

414 <211> LENGTH: 209613 

415 <212> TYPE: DNA 

416 <213> ORGANISM: Homo sapiens 

418 <400> SEQUENCE: 7 

419 gaattctttt tcagataaat cagggatttc ttcttggttt gggcccattg ctggtgagct 60 
421 agtgtgattt tttggcaggt ggtaaagagc cttgttttgc cattttacca gagttggttt 120 
423 tctggttctt tctcatttat gtaggctctg tcagagggaa ggcctagggc tgaaggctgt 180 
425 tgttcagatt cttttttccc acggggtgtt gccttgatgt agtactttcc cccttttcct 240 
427 atggatgtgg cttcctgaga gccaagctgt agtgattgtt atctgtcttt tggatctagc 300 

42 9 cgcctagtga gtctaccagg ctcctggctg gtactggggg ttgtctgctg agtcctatga 360 
431 tgtgaaccac ctgggtctct cagccatgga taccagcacc ttgttatata taaagttttg 420 
433 gtgctgcaaa agaaatagca ctcgaatata aaattttctt tttaattctc agcaaggcaa 480 
435 ggtacttctg tagaagcgtg cacccttaca gatgaagcaa tggtgagtac acacttggac 540 

43 7 aagggagggg aaggggttct tatccctgac gcgcgtggcc cctgctgctg tgtccttccc 600 
43 9 ctcttggcta gagttagacc acacaagcta aactaattcc gactggctaa tttaaagaga 660 
441 gtgacggggg tgagtggttt ggcgggaaaa atggttatga cacagcaggt aatcagaatg 720 
443 agtcaggatg gaacaggtaa ctgaaatgag tcagggtgga gcaggtaatc aaaaaaggtt 780 
445 gctttatgag aaagttaagt ttaaaagtag acggtaaaga attgaacata ctgacatatt 840 
447 gattctttga aaagaaattt agaactcata tctaacaacc tgttccagtg gaggtggcag 900 
449 aggggtgaaa tggactctgg ggggttctta gcttcggtgg tttaatgcac cggttttgcg 960 
451 ctggttggcc tctggccagg aggtggtgct ttccagagag catcagctgt gataggatag 1020 
453 gagtaacagg tggtgggcgg ggcctcagaa ctcccaagag tataggcctt ttgtcttcag 1080 
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